Background: Investigating the association between caesarean section (SC) and childhood asthma has shown contradictory results in different studies. The present study was conducted to determine the association between SC and childhood asthma.
Introduction
Asthma is one of the most common airway diseases, which involves increased response of tracheobronchial tree to various stimuli. Asthma attacks may last from a couple of minutes to a couple of hours. Continuous asthma includes successive obstructed airways, which lasts for several days or weeks [1] . The incidence of asthma is higher among people under 18 years of age and the hospitalization of children suffering from asthma is continuously rising [2] . The prevalence, incidence, mortality, and economic burden of asthma have increased since 1960, especially among children [3] . The incidence of asthma has increased in developed countries, South Africa, Eastern Europe, and Baltic countries, though this increase mainly occured in two populations (children and 15:62 the elderly) [3] [4] [5] . The highest prevalence of asthma is in UK, New Zealand, Australia, Ireland, Canada (all above 14%), and the United States (11%); the prevalence of asthma has doubled in Western Europe over the last two decades. Asthma is the most common cause of children's hospitalization in Europe [3] . Asthma is multifactorial, and this implies that asthma is the result of poverty and other environmental factors, smoking, air pollution, congestion, dust, house pets, psychological factors, lack of access to hygiene, genetics, history of viral infection, and low birth weight [6, 7] . Type of delivery is another contributing factor that causes allergic diseases, such as asthma. Therefore, the present study investigates the association between caesarean section (CS) and childhood asthma [7] [8] [9] [10] [11] [12] . Various mechanisms have been proposed regarding the impact of delivery mode on asthma; mechanisms such as mechanical effects on lung growth, immunological mechanisms, and their impact on intestinal flora [12] . During vaginal delivery, the infant gets in touch with probiotics and the microbiome that may affect the development of atopic diseases [13] .
There have been many studies all around the world on the association between CS and childhood asthma, and a meta-analysis was conducted in 2006 that reported significant association between CS and childhood asthma by analyzing 23 studies [14] . Through reviewing and synthesizing all related documents, systematic review and meta-analysis can present a more comprehensive picture of a problem in the community [15, 16] . Therefore, another study is required to represent a more panoramic image of this issue all over the world; thus, the present systematic study was conducted to investigate the association between CS and children asthma.
Methods

Study protocol
The present study was conducted based on the preferred reporting items for systematic reviews and meta-analyses (PRISMA) [17] . All steps of the study were conducted independently by two researchers (M.A and Sh.R). In case of disagreement, the third researcher resolved it.
Search strategy
We searched international online databases, 
Definitions
The definition of asthma was based on physician's diagnosis, hospitalization for asthma, medication use for asthma, asthma reported by the child/patient, his or her parents, or both, and the history of asthma. Elective CS is a planned CS designed for pregnant women for any maternal or embryonic indications before the onset of labor. The emergency CS in the women's emergency care department is generally defined after the onset of labor.
Qualitative assessment
The modified Newcastle-Ottawa Scale (NOS) for nonrandomized studies was used to conduct qualitative assessment [18] . This checklist covered 4 criteria, which includes 8 sections. Finally, the two researchers compared the points given to each article. The minimum acceptable score was considered 5. The total score of NOS was 10 and the qualified articles were divided into three groups of low quality (0 to 4), medium quality (5 to 7), and high quality (8 to 10).
Inclusion and exclusion criteria
Inclusion criteria [19] were determined with respect to prospective and retrospective studies that assessed SC and childhood asthma. Exclusion criteria of the present meta-analysis were: (1) studies that did not focus on the SC as the exposure and childhood asthma as outcome; (2) duplicated studies;
(3) non-English full text; (4) non-accessible full text [i.e. articles that were not available through my Institution]; (5) review articles, case reports, letters to the editor, comments, or conference papers; and (6) low quality studies according to NOS checklist.
Selection of studies
At the end of the search, the articles were entered into the EndNote software, and after the "Find References Updates", duplicate studies were omitted. After blinding the studies (hiding the name of the authors, the name of the journal and the year of publication), each study was evaluated independently by two authors at the screening stage (by reading titles and abstracts), through scanning the titles of studies and evaluating the inclusion and exclusion criteria (the eligibility stage). In case of disagreement between the two researchers, the expert researcher made the final decision.
Data extraction
First, a checklist was designed according to the objectives of the study. The designed checklist included the following: the name of the author(s), the year of publication, the location of the study, the sample size, the duration of the follow-up, relative risk (RR), odds ratio (OR) with 95% confidence interval (CI), age category, and the number of events in both groups (case and control), which was extracted by two independent researchers, while the name of the author, the institute and the journal was blinded. If necessary, further details and the raw data were requested by contacting the author (the first author, the corresponding author or the group of authors).
Statistical analysis
Cochran's Q test and I 2 index were used to evaluate the heterogeneity of the studies. There are four categories for I 2 index: I 2 index below 25% is low heterogeneity, 25-50% is moderate heterogeneity, 51-75% is substantial heterogeneity and above 75% is considerable heterogeneity. The random effects model was used to generate the pooled RR or OR and 95% CI in case of significant heterogeneity, otherwise, a fixed-effects model was used [20] . Subgroup analysis was used to find the cause of heterogeneity between the studies. Sensitivity analysis was used to measure the predictive power by excluding one study. Finally, the publication bias was investigated using funnel plot and Egger and Begg's tests. Statistical analysis was performed using Comprehensive Meta-Analysis Software version 2.
The significance level of the tests was considered to be P < 0.05.
Results
Search results
A total of 1909 studies were identified by two researchers by searching the databases and manual search identified eleven more studies, and 960 studies were excluded due to duplication. After screening the titles and abstracts, 886 studies were excluded due to irrelevancy and after assessing the full text, 35 studies were excluded due to lack of focus on the association between SC and childhood asthma (n = 19), non-English or nonaccessible full text (n = 6), letters to the editor without original data, review article and case report (n = 10), and low quality (n = 0). Finally, 39 studies (37, 13, and 13 studies for overall SC, emergency and elective SC) with appropriate quality entered the meta-analysis ( Fig. 1 and Table 1 ).
Association between caesarean section and childhood asthma
Heterogeneity rate was high (I 2 = 67.31%, P < 0.001) in 37 studies. The association between SC and childhood asthma was significant (RR = 1.20 [95% CI 1.15-1.25, (Fig. 2) . Sensitivity analysis by removing one study at a time indicated that the overall estimate is robust (Fig. 3) .
The subgroup analysis for caesarean section and childhood asthma
The subgroup analysis for RR of childhood asthma in SC indicated that study design (P = 0.306), prospective/ retrospective studies (P = 0.470), quality of studies (P = 0.514), continent (P = 0.757), age of diagnosis (P = 0.283) and year of publication (P = 0.185) were not effective in the heterogeneity of studies ( Table 2) .
Relative risks of childhood asthma in emergency and elective cesarean section
The association between emergency and elective SC and childhood asthma was significant with RR of 1.18 (95% CI 1.07-1.29, P < 0.001) in 13 studies and 1.23 (95% CI 1.20-1.26, P < 0.001) in 13 studies, respectively (Fig. 4a,  b ). Sensitivity analysis by removing one study at a time indicated that the overall estimate is robust (Fig. 5a, b ).
Publication bias
The statistical tests of publication bias were not significant for the RR of childhood asthma in the overall SC (Begg's = 0.187, Egger = 0.569), emergency CS (Begg's = 0.999, Egger = 0.291) and elective CS (Begg's = 0.474, Egger = 0.607) ( Fig. 6 ).
Discussion
The present study is a systematic review and metaanalysis regarding CS and childhood asthma. In the final analysis of 37 studies, the relationship between CS and childhood asthma was statistically significant compared to vaginal delivery with a RR of 1.20 (95% CI 1.15-1.25). The results of different studies are reported to be contradictory; this relationship was significant in some studies [8-11, 21, 23, 24, 27, 28, 30, 32, 33, 35, 38, 40, 42-46] and it was not significant in others [12, 22, 25, 26, 29, 31, 34, 36, 37, 39, 41] . In a meta-analysis carried out in 2008, combination of 13 studies showed that cesarean delivery increases the risk of asthma [48] . According to the hygiene hypothesis, there are two possible causes: 1. Lack of contact of infants with mother's bacteria during labor in CS, while these bacteria are necessary for the growth and development of the immune system. 2. Since infants are less in contact with stress hormone and chest pressure in CS, they suffer from more respiratory problems after birth.
That's because these mechanisms are associated with the emptying of the lungs from the amniotic fluid. This may have a negative effect on lung function in the long run [12, 13] . According to a study by Ghaffari et al. children with asthma have experienced shorter breastfeeding period, especially in the first 6 months of their lives, and this may be a potential mechanism to justify the role of delivery mode and breastfeeding duration on asthma incidence [49] .
The present study also showed that there is a significant relationship between emergency and elective CS and childhood asthma, which is consistent with the studies of Tollånes et al. and Metsälä et al. [32, 33] . Some evidence suggest that perinatal metabolic changes may affect children's immune system and increase the sensitivity of allergic diseases [50] .
According to the findings of the present study, the association between CS and childhood asthma in developed countries is significant, which is consistent with the results of Thavagnanam's meta-analysis [14] . Publication bias for studies on the relationship between CS and childhood asthma was evaluated according to Begg and Egger's tests. The results showed that publication bias in the present study was not significant. It is assumed that the observed differences are due to different sampling and differences in the measured parameters in different societies. (1) The omission of some studies, such as medical thesis and low-sample-size studies, due to their low quality;
Weaknesses of the present study
(2) the omission of several studies due to inharmonious reports and biased publications; (3) Europe was the context of most of the studies; (4) individual patients might have been included multiple times. 
Conclusion
This meta-analysis showed that CS (overall, elective, and emergency) increased the risk of childhood asthma. This may reflect the hygiene hypothesis, according to which these children are likely to be less exposed to environmental microbes in early life. Future studies are needed to identify the effective factors in reducing this risk (especially in cases where elective or elective CS is not available) that can have important clinical and public health implications.
Abbreviations CS: caesarean section; UK: United Kingdom; SE: standard error; RR: relative risk; CI: confidence interval.
